TO THE EDITOR:
Diabetes is often associated with digestive disorders including colorectal irritation due to peripheral neuropathy. 1, 2 Hyperglycemia is thought to be the chief cause of diabetic damage to cells of the peripheral nerves through alterations of Na + /K + activity. [3] [4] [5] These alterations aggregate to produce hyper-excitability of nociceptors, a key mechanism in diabetic neuropathy. A recent study, published in the Journal of Neurogastroenterology and Motility "Colonic hypersensitivity and sensitization of voltage-gated sodium channels in primary sensory neurons in rats with diabetes", 6 has observed the induction of streptozotocin (STZ) elevating colonic distension threshold, which is associated by the colonic innervated dorsal root ganglion (DRG) neurons; on which the activities and expressions of Na V 1.7 and Na V 1.8 are identified as the mechanism underlining diabetes. It is an interesting and informative study that intrigues us to invite a discussion in detail. (1) The diabetic model in the study was created by a single small amount of STZ (65 mg/kg) intraperitoneal injection. This method has been well documented by many studies and it has been rarely employed because it is accompanied by serious variability in modeling. Surprisingly, as shown in Figure 1 , there is very little variety shown in blood glucose measurements reflecting an identical or similar effect of STZ in all animals. However, there is a lack of pathological analysis. 6 An analysis of islet damage under STZ is necessary to establish the modeling validity. (2) The authors evaluated colonic innervated DRG neurons by using DiI labeling In addition, authors measured the onset and severity of hyperresponsive at week 2 of STZ induction; the other measured parameters including the neuronal hypersensitivity, voltage-gated sodium channel current increase, and expressions of Na V 1.7 and Na V 1.8 were measured at only week 4; we assumed the outstanding change of distension of threshold at week 2 came from the same source of the change-upregulations of Na V 1.7 and Na V 1.8. In conclusion, Hu et al 6 presents that the peripheral sensory neurons are in frontier in response to very early stage of diabetes through upregulation of Na V 1.7 and Na V 1.8, hence, hyperexcitability. Whether "peripheral" sodium channels upregulation is one of pathophysiological changes from diabetes, or whether such peripheral sodium channel is a target for control of diabetic visceral pain is extremely expected in next. Institute of foundational research of Chinese Medicine, Guangxi University of Chinese Medicine, Nanning, China
